♦ ♦ 

TCTAGACTGGACAGCATCCACAAGAGAAGCACCTAGAAGGAGAATTTTCCCCAGCAGCTTGCTCAGGACCC 
TGC AGG AGC C GC AGC TGGGAC TGG AC C TGC TGTTAAC C ATG AAC TC TTC C TGC TGC C TGTC TTC TGTTTC T 
CCGATGCTGCCTAACCTCTCTGAGCACCCTGCAGCCCCTCCTGCCAGCAACCGGAGCGGCAGTGGGTTCTG 
TGAGCAGGTCTTCATCAAGCCGGAGGTCTTCCTGGCTCTGGGCATCGTCAGTCTGATGGAAAACATCCTGG 
TGATCCTGGCTGTGGTCAGGAATGGCAACCTGCACTCTCCCATGTACTTCTTCCTGTGCAGCCTGGCTGCA 
GCCGACATGCTGGTGAGCCTGTCCAACTCCCTGGAGACCATCATGATCGCCGTGATCAACAGCGACTCCCT 
GACCTTGGAGGACCAGTTTATCCAGCACATGGATAATATCTTCGACTCTATGATTTGCATCTCCCTGGTGG 
CCTCCATCTGCAACCTCCTGGCCATTGCCATCGACAGGTACGTCACCATCTTCTATGCCCTTCGGTACCAC 
AGCATCATGACAGTTAGGAAAGCCCTCACCTTGATCGGGGTCATCTGGGTCTGCTGCGGCATCTGCGGCGT 
GATGTTCATCATCTACTCCGAGAGCAAGATGGTCATCGTGTGTCTCATCACCATGTTCTTCGCCATGGTGC 
TCCTCATGGGCACCCTATATATCCACATGTTCCTCTTCGCCAGGCTCCACGTCCAGCGCATCGCAGTGCTG 
C C CC C TGC TGGC GTGGTGGC C C C AC AGC AGC AC TC C TGC ATGAAGGGGGC TGTC AC CATC AC TATC C TGC T 
GGGTGTTTTCATCTTCTGCTGGGCGCCTTTCTTCCTCCACCTGGTCCTCATCATCACCTGCCCCACCAATC 
CCTACTGCATCTGCTACACGGCCCATTTCAACACCTACCTGGTTCTCATCATGTGCAACTCCGTCATCGAC 
CCCCTCATCTACGCCTTCCGCAGCCTGGAGCTGCGCAACACGTTCAAGGAGATTCTCTGCGGCTGCAACAG 
CATGAACTTGGGCTAGGATGCCCGTGGAGGTGTTCCACATCCAGCCAAGAGACAAAAACAACGCTCAGACG 
GGACGTAAAAGGGTGTTAGGAGCTGGAACTGTGCTTGGCTTCGTCTGTAAGCTCGTGGCCCTTTGCAGACG 
GGACACGGCGTAGGATGGGCTGTCTGTGAGGATCTGTGTGTGGGTAAGTCAGTTTGATCTAGCACATAGCC 
TGGAAGAATCAGGCAAAGCAGCCCTGAGTGTCATCTGTGTTCATTGCTAGGCACCCAGGGTTTGTGGCCCC 
TGCCTGCTTATTGGCTTTGTACCAGTAACTGTGCTTCAAGCCAACCAGACCGGAGGGCTCTCGTGAGCAGA 
AAGAGTGCTTAGACTTCCGGCAAGCATCCTGGCTCACAGCGGCCACCTCCTGACCACTACCGGGAGAGCTT 
TGCACATATTCTGTGGGAGATTGAGTGAAGCCCTGAAAACAATGTGATATTTGCTGCTCCCTTCCAGAACT 
TACATCTGTGCCAGCCTCCCCGAACCCCTGCACAGAGACATGACCCCCTTCTCCCTGTGCCGTTGTCATGG 
TTGTT ATT ATTGTTGG AGTTTTGTTC GTT AAAATC T AAGC TT (SEQ ID NO: 1) 



MNSSCCLSSVSPl^Pl^SEHPAAPPASNRSGSGFCEQVFIKPEVFLALGIVSLMENILVILAWRNGNLHS 
PMYFFLCSLAAADMLVSLSNSLETIMIAVINSDSLTLEDQFIQHMDNIFDSMICISLVASICNLLAIAIDR 
WTIFYALRYHSIMTVRKALTLIGVIWVCCGIC 

ARLHVQRIAVLPPAGWAPQQHSCMKGAVTITILLGVFIFCWAPFFLHLVLIITCPTNPYCICYTAHFNTY 
LVLIMCNSVIDPLIYAFRSLELRNTFKEILCGCNSMNLG (SEQ ID NO:2) 



FIGURE 1 



I 



Underlined = deleted in targeting construct 

Bold = sequence flanking Neo insert in targeting construct 



TCTAGACTGGACAGCATCCACAAGAGAAGCACCTAGAAGGAGAATTTTCCCCAGCAGCTT 
GCTCAGGACCCTGCAGGAGCCGCAGCTGGGACTGGACCTGCTGTTAACCATGAACTCTTC 
CTGCTGCCTGTCTTCTGTTTCTCCGATGCTGCCTAACCTCTCTGAGCACCCTGCAGCCCC 
TCCTGCCAGCAACCGGAGCGGCAGTGGGTTCTGTGAGCAGGTCTTCATCAAGCCGGAGGT 
CTTCCTGGCTCTGGGCATCGTCAGTCTGATGGAAAACATCCTGGTGATCCTGGCT GTGGT 
CAGGAATGGCAACCTGCACTCTCCCATGTACTTCTTCCTGTGCAGCCTGGCTGCAGCCGA 
CATGCTGGTGAGCCTGTCCAACTCCCTGGAGACCATCATGATCGCCGTGATCAACAGCGA 
CTCCCTGACCTTGGAGGACCAGTTTATCCAGCACATGGATAATATCTTCGACTCTATGAT 
TTGCATCTCCCTGGTGGCCTCCATCTGCAACCTCCTGGC CATTGCCATCGACAGGTACGT 
CACCATCTTCTATGCCCTTCGGTACCACAGCATCATGACAGTTAGGAAAGCCCTCACCTT 
GATCGGGGTCATCTGGGTCTGCTGCGGCATCTGCGGCGTGATGTTCATCATCTACTCCGA 
GAGCAAGATGGTCATCGTGTGTCTCATCACCATGTTCTTCGCCATGGTGCTCCTCATGGG 
CACCCTATATATCCACATGTTCCTCTTCGCCAGGCTCCACGTCCAGCGCATCGCAGTGCT 
GCCCCCTGCTGGCGTGGTGGCCCCACAGCAGCACTCCTGCATGAAGGGGGCTGTCACCAT 
CACTATCCTGCTGGGTGTTTTCATCTTCTGCTGGGCGCCTTTCTTCCTCCACCTGGTCCT 
C^TCATCACCTGCCCCACCAATCCCTACTGC^TCTGCTA(^CGGCCCATTTC^CACCTA 
CCTGGTTCTCATCATGTGCAACTCCGTCATCGACCCCCTCATCTACGCCTTCCGCAGCCT 
GGAGCTGCGCAACACGTTCAAGGAGATTCTCTGCGGCTGCAACAGCATGAACTTGGGCTA 
GGATGCCCGTGGAGGTGTTCCAC^TCCAGCCAAGAGACAAAAACAACGCTCAGACGGGAC 
GTAAAAGGGTGTTAGGAGCTGGAACTGTGCTTGGCTTCGTCTGTAAGCTCGTGGCCCTTT 
GC AGAC GGGAC AC GGC GT AGGATGGGC TGTC TGTGAGGATC TGTGTGTGGGT AAGTC AGT 
TTGATC T AGC AC AT AGC C TGGAAG AATC AGGC AAAGC AGCC C TGAGTGTC ATC TGTGTTC 
ATTGCTAGGCACCCAGGGTTTGTGGCCCCTGCCTGCTTATTGGCTTTGTACCAGTAACTG 
TGCTTCAAGCCAACCAGACCGGAGGGCTCTCGTGAGCAGAAAGAGTGCTTAGACTTCCGG 
CAAGCATCCTGGCTCACAGCGGCCACCTCCTGACCACTACCGGGAGAGCTTTGCACATAT 
TC TGTGGGAGATTG AGTG AAGC C C TG AAAAC AATGTG ATATTTGC TGC TC C C TTCC AG AA 
CTTACATCTGTGCCAGCCTCCCCGAACCCCTGCACAGAGACATGACCCCCTTCTCCCTGT 
GC C GTTGTC ATGGTTGTTATTATTGTTGGAGTTTTGTTC GTTAAAATC TAAGC TT 
(SEQ ID N0:1) 
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* Not drawn to scale 



5 1 > AC C TGC TGTT AAC C ATG AAC T 
C TTC C TGC TGC CTGTC TTC TGTTT 
CTCCGATGCTGCCTAACCTCTCTG 
AGCACCCTGCAGCCCCTCCTGCCA 
GC AAC C GGAGC GGC AGTGGGTTC T 
GTGAGCAGGTCTTCATCAAGCCGG 
AGGTCTTCCTGGCTCTGGGCATCG 
TC AGTC TG ATGG AAAAC ATC C TGG 
TGATCCTGGCT<3 1 
(SEQ ID NO:3) 



5 ' > C ATTGC C ATCG AC AGGT AC GT 
C AC CATC TTC T ATGC C C TTC GGT A 
CCACAGCATCATGACAGTGAGGAA 
AGC C C TC AC C TTG ATC GGGGTC AT 
C TGGGTCTGC TGC GGC ATC TGC GG 
C GTG ATGTTC ATC ATC T AC TC C G A 
GAGCAAGATGGTCATCGTGTGTCT 
CATC AC C ATGTTC TTC GC C ATGGT 
GCTCCTCATGG<3 1 
(SEQ ID NO:4) 
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